Abstract
Introduction
As nonmedical prescription opioid use (NMPOU) continues to rise across North America, researchers have identified an alarming trend of individuals initiating NMPOU and then later transitioning to using illegal drugs, such as heroin, cocaine, crack, and crystal methamphetamine [1] [2] [3] [4] [5] . Among a sample of people who use heroin in the United States, researchers found that the prevalence of engaging in NMPOU before transitioning to heroin use increased from 64% in 2002-2004 to 83% in 2008-2010 [6] ; the prevalence of this particular trajectory was 40% among young heroin injectors in San Diego [5] .
Previous research has found key differences in employment and education outcomes between those who engage in illegal drug use and those who engage in NMPOU [7] [8] [9] ; however, fewer studies have compared transitions to and from NMPOU with those who only use illegal drugs, as well as within-group differences among those who engage in NMPOU. Given these gaps in knowledge, the present study investigates the prevalence of, and risk factors associated with, transitioning from NMPOU to illegal drugs vs. transitioning from illegal drugs to NMPOU use among a sample of street youth and adults who use illegal drugs in Vancouver, Canada. 
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Methods
Data for this cross-sectional research are drawn from two open prospective cohort studies of youth and adults who use illegal drugs with harmonized procedures and survey instruments: the At-Risk Youth Study (ARYS) and the Vancouver Injection Drug Users Study (VIDUS). Recruitment for both cohorts uses extensive snowball sampling, self-referral, and street outreach. The eligibility criteria for participating in ARYS includes: being between the ages of 14 and 26; use of an illegal drug other than, or in addition to, cannabis in the past month; and "streetinvolvement", defined as being recently homeless or having used services designated for street youth [10] [11] [12] [13] . The VIDUS cohort includes adults (≥18 years of age) who are HIV-negative and who injected drugs at least once in the previous month. All participants must provide written informed consent to participate. At baseline and every 6 months thereafter, participants in both cohorts complete a harmonized interviewer-administered questionnaire and receive a stipend ($30 CDN) for their time. The ARYS and VIDUS studies receive ethical approval from the University of British Columbia/Providence Health Care Research Ethics Board.
All ARYS and VIDUS participants were eligible for the primary statistical analyses, which were two analyses investigating risk factors associated with (i) transitioning from NMPOU to illegal drug use, and (ii) transitioning from illegal drug use to NMPOU; the comparison group for both analyses were participants who reported never engaging in NMPOU. A report of NMPOU was defined as ever engaging in injection or non-injection NMPOU (yes vs. no) between 2013 and 2016. Transitions to and from NMPOU were categorized based on responses to the following question: "Did you use prescription opioids when they were not prescribed for you or that you took only for the experience or feeling they caused before you had ever used any of the following hard illegal drugs: heroin, cocaine, crack, or crystal methamphetamine?" (yes, non-medical use of POs came before other hard drug use vs. no, non-medical use of POs came after other hard drug use).
The following socio-demographic, early-life, and mental health variables of interest were included: age per year older; male gender (male vs. female); Caucasian ancestry (white vs. non-white); ever experienced homelessness, defined as having no fixed address, sleeping on the street, couch surfing, or staying in a shelter or hostel (yes vs. no); high school incompletion (yes vs. no); a baseline score of 13 or higher on the Childhood Trauma Questionnaire (CTQ), which indicates moderate to severe abuse due to physical abuse, sexual abuse, emotional abuse, physical neglect, and emotional neglect (yes vs. no); and a baseline score of 22 or higher on the Center for Epidemiological Studies Depression Scale (CES-D), which indicates a relatively higher level of depressive symptoms among vulnerable individuals [14] (yes vs. no). Multiple variables related to substance use patterns are also included: daily injection or non-injection heroin use (yes vs. no); daily injection or non-injection of stimulant drugs, including daily use of either crack cocaine, cocaine, or crystal methamphetamine use (yes vs. no); binge drug use, defined as a period of using injection or non-injection drugs more often than usual (yes vs. no); amount of money spent on drugs per day (< median vs. ≥ median); ever experiencing a non-fatal drug overdose (yes vs. no); and ever accessing methadone treatment, which was the most widely available form of opioid agonist treatment in this setting during the study period [15] (yes vs. no). This analysis also includes a range of sociostructural risk factors hypothesized to be associated with this transition pattern: emergency room visit (yes vs. no); experience of violence (yes vs. no); ever been incarcerated (yes vs. no); regular employment, defined as having a regular job, temporary work, or being self-employed (yes vs. no); drug dealing, defined as selling drugs as a source of income (yes vs. no); and ever engaging in sex work, defined as exchanging sex for money, drugs, gifts, food, clothes, shelter or favours (yes vs. no). All variables refer to activities, behaviours, and experiences in the previous 6 months unless otherwise indicated.
Questions related to NMPOU were added to the ARYS and VIDUS survey instrument in June 2013. For participants reporting NMPOU, data for the outcome were drawn from the first study visit where participants reported ever engaging in NMPOU; data for the independent variables were drawn from participants' baseline study visit. For participants who did not report engaging in NMPOU between 2013 and 2016, data for the outcome and independent variables were also drawn from participants' baseline study visit.
To assess factors associated with transitions to and from NMPOU (vs. never engaging in NMPOU), bivariate logistic regression analyses were conducted for ARYS and VIDUS participants separately. For variables significant at p < 0.10 in the bivariate analyses, a full multivariate model was constructed. The model with the best overall fit was selected using the Akaike Information Criterion (AIC). All statistical analyses were performed using R version 3.2.4 [16] . All p-values are two sided.
Sub-analyses were conducted using a restricted sample of only those who reported engaging in NMPOU. The outcome of these analyses was transitioning from NMPOU to illegal drug use (vs. transitioning from illegal drugs to NMPOU), and these analyses used the same independent variables and statistical approach as the primary analysis.
Results
A total 512 ARYS and 833 VIDUS participants were eligible for the primary analyses. A high proportion of these cohort participants reported ever engaging in NMPOU during a study visit between 2013 and 2016 (ARYS: n = 452, 88%; VIDUS: n = 750, 90%). Among 512 ARYS participants, 334 (65%) were male, 314 (61%) were of Caucasian ethnicity, and the median age was 24 years (Inter-Quartile Range [IQR] 22-27). The majority of VIDUS participants were male (n = 530, 64%) and Caucasian (n = 487, 59%); the median age was 47 years (IQR 38-54). Within each cohort, 160 (31%) ARYS participants (total n = 512) and 276 (33%) VIDUS participants (total n = 833) reported transitioning from NMPOU to illegal drugs. The descriptive characteristics of ARYS and VIDUS participants are displayed in Table 1 , and the bivariate analyses investigating PO-related substance use trajectories are shown in Table 2 . The results from the multivariate analyses are displayed in Table 3 .
A total of 452 ARYS and 750 VIDUS participants reported ever engaging in NMPOU and were eligible for inclusion in the sub-analyses. The full results from the sub-analyses investigating transitions to and from Table 1 
Discussion
Among our sample of people who use illegal drugs in Vancouver, BC, the prevalence of NMPOU was extremely high (88% among street youth and 90% among adults), and over one-third of those who reported engaging in NMPOU had initiated NMPOU before illegal drug use (vs. transitioning from illegal drugs to NMPOU). Participants who reported either transitioning from NMPOU to illegal drugs or from illegal drugs to NMPOU shared many risk factors when compared with those who reported never engaging in NMPOU. Regardless of their transition trajectory, youth who engaged in NMPOU 
Limitations
This study did not include a sample based on random recruitment methods, although extensive street-based outreach efforts were undertaken to achieve a diverse sample. In addition, the survey responses in this study were subject to recall and socially desirable response biases; previous research, however, has found that self-reports of drug use and related behaviours are valid [17, 18] . 
